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ANDA 40-134

UCB Pharma, Inc.

Attention: Patricia A. Fritz
1950 Lake Park Drive

Smyrna, Georgia 30080

Dear Madam:

This is in reference to your abbreviated new drug application
dated December 27, 1994, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 7.5 mg/650 mg.

Reference is also made to your amendments dated April 30 and
September 20, 1996 and October 18, 1996.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 7.5 mg/650 mg to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug (Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 7.5 mg/650 mg, of
Mikart Inc.). Your dissolution testing should be incorporated
into the stability and quality control program using the same
method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.



We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

(1- Q )J/f»v / &
é;iglas'L. S orlﬂ‘ 4AQI/C/;’

Director
Office of Generic Drugs
Center for Drug Evaluation and Research



CHEMISTRY REVIEW NO #3

ANDA 40-134 (7.5 mg/650 mqg)

NAME AND ADDRESS OF APPLICANT
UCB Pharma, Inc.

Attention: P. A. Fritz

1950 Lake Park Drive

Smyrna, Georgia 30080

LEGAL BASIS FOR SUBMISSION- 314.94 (a) (3)

Mikart Inc.- 7.5 mg/650 mg Hydrocodone Bitartrate and
Acetaminophen Tablets. Lorcet Plus Tablets. Patent has
expired and there is no exclusivity.

Response to #1:
Revised information submitted to the Agency on June 6, 1995.
Satisfactory.

Signed application form (section I), Basis for ANDA
submission (section II), Patent Certification and
Exclusivity statement(section III), Comparison between
generic drug and reference listed drug (section IV),
Labeling (section V), Bioavailability/Bioequivalence
requests for waiver of in-vitro study (section VI) should be
resubmitted based on the appropriate reference drug listed
in the orange book. See amendment#2 on June 6, 1995.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
7.5/650

SUPPLEMENT (s) PROVIDE(s) FOR:
N/A

AMENDMENTS AND OTHER DATES:
Firm:

December 27, 1994: Original submission.
May 10, 1995: Amendment#l
June 6, 1995: Amendment#2
August 25, 1995: Amendment#3
November 27, 1995: Amendment#4
December 13, 1995: Amendment#5
January 11, 1996: Amendment
April 30, 1996: Amendment
September 20, 1996: Amendment




FDA:

May 5, 1995: Acknowledgement letter.
June 14, 1995: Deficiency letter.
April 23, 1996: Deficiency letter.

10. PHARMACOILOGICAIL CATEGORY
Narcotic analgesic

12. RELATED IND/NDA/DMF(s)

13. DOSAGE FORM
Tablets

15. CHEMICAL NAME AND STRUCTURE

Acetaminophen USP
C.H,NO,; M.W. =

11. Rx or OTC
Rx

14 .POTENCY
7.5 mg/650 mg

151.17

CH;CONH

OH

4'-Hydroxyacetanilide.

CAS [103-90-2]



Hydrocodone Bitartrate USP

CygH,NO35. C H,O,. 2¥2H,0 ; M.W.=494.50

4 ,5a-Epoxy-3-methoxy-17-methylmorphinan-6-one tartrate (1:1)

16.

17.

18.

19.

hydrate (2:5). CAS [34195-34-1; 6190-38-1)

RECORDS AND REPORTS

Memorandum from B.Russell on January 26, 1995.
Memorandum from P. Rickman on April 26, 1995.
Memorandum from W. Russell on April 27, 1995.

COMMENTS
The following deficiencies are found:
None

CONCILUSIONS AND RECOMMENDATIONS

The application is considered as approvable. The approval
letter will be issued based on the revised final printed
labeling.

REVIEWER: DATE COMPLETED:
Sema Basaran, Ph.D. 10-2-96

\0-25-%( (““““;1>
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PHARMACIST: Dispense in a NDC 50474-975-50 500 TABLETS USUAL—DOSAGE:Seepackage
tight, light-resistant container insert for complete dosage

with a child-resistant closure. HYDHOGODONE* recommendations.
XniTUS s BITARTRATE N0V 21 oo
AND AGCETAMINOPHEN
TABLETS, USP
7.5 mg/650 my

*Warning: May be l
Manctacturd for habit forming. -

UCB Pharma, Inc.
Smyrna (Atlanta), GA 30080

J Pharma

T

50474-975-50 3

by D.M. Graham Laboratories, Inc. CAUTION: Federal law prohibits Rev. 10/96
Hobart, NY 13788 dispensing without prescription. FDA Sub. 3
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tb Pharma

Al 4

PHMMA?IST E:tspanss 'l’:) a é;‘gfkl’t. NDC 50474-975-01 100 TABLETS  USUAL DOSAGE: See package insert
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g e oo BITARTRATE NOV 2 1 1075
' AND AGETAMINOPHEH
TABLETS, USP T
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. u'?:"é“:’»ﬁﬁ'r‘r’n.ék'.’éb - habit forming. - - - ‘ 50474 97 5 0 15

by D‘):Jny {!nfur(ctrlnanlg)ﬁontodu, Inc. CAUTION: Federal law prohibits Rev. 10/96

Hobart, NY 13788 dispensing without prescription. FDA Sub.3
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Hydrocodone Bitartrate/ Whitby Pharmaceuticals, Inc.
Acetaminophen Richmond, Virginia

7.5 mg/650 mg Tablets Submission Date:

ANDA #40-134 December 27, 1994

Reviewer: Moheb H. Makary June 6, 1995

WP #40134W.595

Rev] : {ssolut I

I. Introduction:

Hydrocodone bitartrate is a phenanthrene-derivative opiate
agonist that is used as an antitussive and analgesic agent.
Acetaminophen is a synthetic non-opiate derivative of p-
aminophenol which produce analgesia and antipyresis.

II. Objective:

The firm has requested a waiver of the in vivo bioequivalence
requirements for its Hydrocodone Bitartrate/Acetaminophen
Tablets, 7.5 mg/650 mg. In the May 10, 1995 submission, the firm
conducted dissolution testing on its test product comparing it to
Boehringer Mannheim's Anexsia®, Hydrocodone Bitartrate/
Acetaminophen Tablets, 7.5 mg/650 mg. On June 6, 1995, the firm
submitted additional dissolution testing results comparing its
test product to the FDA designated reference product Lorcet®
Plus, Hydrocodone Bitartrate/Acetaminophen Tablets 7.5 mg/650 mg,
manufactured by Mikart.

Acetaminophen/Hydrocodone Bitartrate Tablets are coded AA on
various strengths in the Orange Book.

ITI. Dissolution Testing:

The following USP 23 conditions were used:

Apparatus: 2 (paddle) at 50 rpm
Medium: 900 mL phosphate buffer pH 5.8
Test product: Whitby's Hydrocodone Bitartrate/Acetaminophen

Tablets 7.5 mg/650 mg , lot #EXPT 9432.
Reference products: Boehringer Mannheim' s Anexsia®, Hydrocodone

Bitartrate/Acetaminophen Tablets 7.5 mg/650

mg, lot #AR3220, Exp. 9/96.

Mikart's Lorcet® Plus, Hydrocodone

Bitartrate/Acetaminophen Tablets 7.5 mg/650

mg, lot #940466D, Exp. 3/97.

The dissolution testing results are shown in Table I.




IV. Form ion:

The formulation of the test product is shown below:

Component mg/Tablet
Starch NF

Microcrystalline Cellulose NF

Hydrocodone Bitartrate USP X 7.5
Acetaminophen USP ' 722.2

Croscarmellose Sodium NF
Colloidal Silicon Dioxide NF
Stearic Acid NF

V. Comments:

1. The dissolution testing results for the test product met the
USP specifications.

2. In the May 10, 1995 submission, the firm conducted the
dissolution testing on December 1, 1994. There was no designated
reference listed product for Hydrocodone Bitartrate/Acetaminophen
Tablets 7.5 mg/650 mg in the 14th edition of Approved Drug
Product (1994) (FDA Orange Book). Hydrocodone
Bitartrate/Acetaminophen Tablets 7.5 mg/650 mg, manufactured by
Mikart is the FDA designated reference product in the 15th
edition of Approved Drug Product (1995) (FDA Orange Book) .

3. In future comparative dissolution testing, the firm is advised
to use Hydrocodone Bitartrate/Acetaminophen Tablets, 7.5 mg/650
mg, manufactured by Mikart as the FDA designated reference '
product.

VI. Recommendations:

1. The dissoclution testing conducted by Whitby Pharmaceuticals,
Inc., on its Hydrocodone Bitartrate/Acetaminophen, 7.5 mg/650 mg
Tablets, lot #EXPT 9432, is acceptable. The waiver of the in vivo
biocequivalence study requirements is granted for the test product
Hydrocodone Bitartrate/Acetaminophen, 7.5 mg/650 mg Tablets based
on 21 CFR 320.22 (c).

2. The dissolution testing should be incorporated into the firm's
manufacturing contrecls and stability program. The dissolution
testing should be conducted in 900 mL of phosphate buffer pH 5.8,




at 37 °C using USP 23 apparatus 2 (paddle) at 50 rpm.
The test product should meet the following specifications:

Not less than of the labeled amount of both
acetaminophen and hydrocodone bitartrate in the dosage form
are dissolved in 30 minutes.

The firm should be informed of the comment #3 and
recommendations.

Moheb H. Makary, Ph.D.
Division of Bioequivalence

Review Branch III
RD INITIALLED RMHATRE /ﬁ/ p /
FT INITIALLED RMHATRE m/ A1 /.4,/

.V —
Concur: //Czézgggfi‘\\‘ Date: 557/’€>)

K 1th Chan, Ph.D.
irector
Division of Bioequivalence

MMakary/8-2-95 wp 40134W.595
cc: ANDA #40-134, (original, HFD-600 (Hare), HFD-630, HFC-130
(JAllen), HFD-658 (Mhatre, Makary), Drug File.



‘ Table I. In Vitro Dissolution Testing l
. et o e ——

Drug (Generic Name) :Hydrocodone Bitartrate/Acetaminophen Tablets
Dose Strength:7.5 mg/650 mg

ANDA No.:40-134

Firm:Whitby Pharmaceuticals, Inc.
Submission Date: May 10, 1995
File Name:40134W.595

I. Conditions for Dissolution Testing:
USP XXII Basket: Paddle: X RPM: 50
No. Units Tested: 12

Medium: 900 mL of phosphate buffer pH 5.8
Specifications:NLT in 30 minutes for both products

Reference Drug: Anexsia (Boehringer Mannheim)7.5 mg/650 mg
Tablet

Assay Methodology:

IT. Results of In Vitro Dissolution Testing:Hydrocodone Bitartrate
Sampling Test Product Reference Product
Times Lot #EXPT 9432 Lot #AR3220
(Minutes) Strength(mg) 7.5 Strength(mg) 7.5
Mean % Range sCV Mean % Range 5CV
10 100.4 0.8 100.0 1.3
20 99.4 0.9 100.5 1.3
30 98.4 0.8 99.1 1.3
45 97.7 1.2 98.2 1.2
|
Acetaminophen
Sampling Test Product Reference Product
Times Lot #EXPT 9432 Lot # AR3220
(Minutes) Strength(mg) 650 Strength(mg) 650
Mean % Range 5CV Mean % Range $CV
10 93.8 0.1 90.7 2.0
20 93.3 2.1 96.4 1.0
30 93.2 2.3 96.7 1.1
45 93.9 2.3 96 .6 1.1




IT. Results of In Vitro Dissolution Testing: Hydrocodone Bitartrate

Sampling Test Product Reference Product
Times Lot # EXPT 9432 Lot # 240466D
{(Minutes) Strength(mg) 7.5 Strength{(ma) 7.5
Mean % Range . FCV Mean % Range (CV
10 100.0 2.0 101.8 .4
20 99.6 2.1 100.4 .4
30 98.1 1.7 100.0 .7
45 98.0 2.1 99.0 .8
Acetaminophen
Sampling Test Product Reference Product
Times Lot # EXPT 9432 Lot # 940466D
(Minutes) Strength(mg) 650 Strength({mg) €50
Mean % Range zCV Mean % Range $CV
10 97.2 1.2 97.5 .0
20 96.4 1.2 96.6 .6
30 95.5 1.2 96.3 .1
45 94 .4 1.3 95.5 .0




